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M«a ismlioctisneiics " -of the invention la which fin cscluBive prop- 
erty or privilege la claimed" are defied" CoAlova: 

1. L proctflft for the' prepare £1"* o£ * compound of the fDrjiulu:" 

; r, *_ 

V 1 | ^ 

V 

1 

■? 

In which; i* *n alley 1 fcroup of 2 to 4 carbon jiLcmmIj cyclohexyl, phenyl 
or phenyl BwliALittited by fluoxo, ehioru, t.odft B oner cap to, crif luoTovrc£hyi. v 
r:fcW:y» initio or nethyl; la n hydrogen atom, methyl or ethyl; ve& 
R a la pyridyX, an alkyl rtdvp of t to 5 carbon a tome, phenyl, p~i«iibafcyl~ 
benayl, p-iaooutyl- * ^eiliylb**»xylj p^tolyl, vlnyil , hydcoxyl or carboxyl* 
which process co^f tr.e* ce^ttiog a subatitut'ed c!lc:yiiciaJj.aiaLde of the 
general formula ! 



'i 

\ 



a ~ c - hm - cs 



in which and have tha same mfctwiing aa above , xrlth e ntf-rtle h^ing. 
t:hfc general formula! 

in which a 3 la pyrLflyI» an aJfcyl a roup of 1 Co 5 cinrhon atcus.** plienylj 
p-laobutylbeuzyl,, p-i©ohij icy*.- 2 * -methyl benzyl, p-e.i*lyl or vinyl, in the 
preaecic© of n hx:&c coa&ound. 

2.* A process accro&btg to claim 1, tfhrrrtri.n 6 aid substituted 
<Kc*y wculi sanide is z tf- (n-bu*y 1) dlcyaudiamid b ; &obi\ty :l<K<ry aodl aaiide; 
15-viny idicyandiami.de; 3-(n-i>antanyl><lioyanfliain^de; K-cycloftexyldicynwlia- 
wldts ; N-cyclohcp fcy tdtcy andi and do ; H~(£-fr rompphnoy 1) d t cy ancliaorLdc. ; 
IT- (o_-£laDropftwiyl) dl cyandi asrtde ; fl- {oj-rmi thy lb eaayl) dicyand ^mJ dis , 
^ C Dj-chloxor?^^yl) dicyaadiamid r- ; H-pheftethyldlcy iwidi ;i>ul da ; a- (ft-pyridy 1> - 
dit^'nnd vfimlde ; N-<5^isoqn"iolyl)dlcyandianidej H-athyl-M-n-butyldicyan- 
diamine ; * IP- ethyl- N-phenyldicy endl onrf <Sc ; N-e thyl -H- (p_-ch lorophcoyl) - 
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dlcy«ai<i Lamide ; H,S-4i;illydlcyatidi&TOtdr:.; ' VhVi , M ldiloTophc*iyX)<U*yiiiidi'- 
amide; H^ietbyl-tf-<n-trlt^iK>rorAethy or. K-(fc»5- 

din tti nrtypheoyl ) dlcyaudi amide « 

3. A process according to clo-U 1> la vhicb r;n/4 itltrile Is: 
acetotiitrila; proplonltrtle; n-bvtyTonl.cj:Ue; UobutyrorUtrlle; 
AcryloiUtrlla; allylcyanido; fco:a?cial.c«M.«; j>-««thylbEmKoci<;r:Ue; £-chloro- 
kentonitrlle; m-nitrobftiwo-AtLrlle; *¥-naphthylcyanid&; bOiwylcyatiide; 
^-1 cobtt ty lb i jet*- uty 1- °C -inet Jiy lb aiusy Icy nnl **c ; 3-cy ar.opy ri- 
■diTio; or 4-irytttiwiiyrldliiB. 

4. A process accoedltijj to claim 2 in which ssifd Tdtrlle- 1b: 
ocEtonitriloi proiHortitrlle; u-butyronltTilos xeobvtyfmiitrlla; 
urylonitrilo; aUylcyanlds; benECSiifcrilc; jg.-rvStbyl^ftciH^trilc; j^t'lUoro- 
biwoivttMlftj ifi-iiltrobenroTiitrll^s' ^-aaphthyl cyanide; bcn«yJ fcyatdde; 
2>-is ofcutylberizylcyaTiidc ; £r tttyl- ^ -msthy Lberiay icy anlde ; 3- cy aTiopyri- 
dlive* or 4«cyonnpyr.LiUiSft- 

5. A process according to clalrao 2> 3 or 4 itj vhinh eaid baBic 
compound Is B^lvuted £rom the c,roup consf-wt-ljig alkali carbon*?:**, 
alkali hydroxides, matal al cotiotatt-.s a alkali amides > tertiary amines 
and quaternary aumonla-u. BaltD . 

6. A process w-ocdli^g to "claims 2, 3 of 6 iu which a aid 
tLsrtlmflyl derivative 7.a rarhunlc acid eater and in which said bnuit: com- 
pound is a sodiwi alcoholate. 

J 4 Aprocece accordi>\c l» ulalutc 2 3 3 or 4 vhtch eaid 
caTbojryl derivative Is carbopJc Add eater and in *bitf« **td sodium 
alcoholateis sodium Tnftthoxide- 

8, A process aocordi.HK claii*« 1 ot 2 carried not liv the 
preside of one or tdjoto H«lveu fc.fi selected from hydroxy cboftft, ethers , 
k**L'ofle&» alcohols or other organic solvents, selected froa mothyl 

e alios oIvb, ethyl ootlo solve, dioxanr- or oufcArtol. 

9. A. procoBB smcordiofc to claim*; 3 or 4 carried t>ut Lu the 
pre»wCA of one or jftora solventB Deducted Rrom hydrocarbon, ethers, 
Uittnttz f alcohols or other or&Rnic solvit;:, select-i** from wethyl 
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eel loaolvc, .atfiyl fieXlusolvc, tfimc^me or butanol. 

10. A process according to claim' t include the. step of funn- 
ing phaTiuaceuricBliy accoptablB acid *dci-JLL*.<in «olta hy reaction with im 
acid selected froio tte gmup comprising hydrochloric acid, hydrofernmic 
acia, sulphur-in :itld, nitric acid, phosphoric acid, perchloric ?iold„ 
f oriole acid, acetic acid, propionic acid, oxalic acid, succinic acid, 
glyptic acid, nicotinic acid, tartaric acid, maleic acid, rtalic acic, 
L$ceic acid, pranolc acr.d, <*:lfcflc *cid, a b corbie acid, weLhanesulpt\o<nlc 
add, ealicyo'Uu atsld, benzoic acid pr cycLohBxancm\lph**rf-& acid* 

11. A compound selected fron (a) those Df tlu< inrmulft: 

i 

S li 1 ' 

v 
i . 

in which is an elkyl group of 2 to A carbon aeons, cyclohexyl, phenyl 
or phenyl substituted hy fluoso, chlbro, iodo, roercupto, crif luoTonstfc'yl, 
ethoicy vt methyl, E 2 io a hydri?j$en atom, methyl or ethyl and R^ iB 
pyrldyl, an alkyl gteup of 1 to 5 carbon altnu*, phenyl, p-isoWylbensyl, 
p-iaouutyl-^^ithylhenzyl, p-tolyl. vinyl, hydroxy!./* carboxyl, vtic*- 
ovcr prepared by the pxocwe nf q1a1« 1 or by its ohoioua chemical 
equivalents; and fh) ptuirmaceoticnlly saixsp table acid addition aalts of 
a compound of the forimOn X, whenever prepared by the ptocbsb of wUtia 
10 or by its obvious chemical equi-val«mts% 
12 » A coyeaounu" of the formula 

1 ii i 

H H 
i 

Kherain Rj represent?: phenyl substituted by flnoro t chlirro, iodo, 
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rcercepto, trmuortnnr.tfiyl, phenyl, "i-J*oxy> nitro or juethyl acid Jtt,^ 
repreasnta pyridyl, rai alkyl group of 1 Co 5 carbon atoms, phenyl, 
p-ieoI>utylbeuJsyt or p-iaobutyl-^^tbyl benzyl vheiiever prepared by tha 
process of claim 1 ot by its obvious uheiriLcril equivalent* ► 

13. k pharmaeeacteiilly mMytahle. weld wtyStlrm *;lU: pC n *ci»- 
pau^d of Uh© formula 

. V 

R. - 3U! - C N C - Jflk 

1 H I 

R K 

Y 

wherein E ? repreaantB pliyactyl jmbat>\tvfccn by fluoro, chloro, indo, 
morcapto , trinuorowathyA, plumy 1., cthoxy, ultra or methyl and R» 
ropresratB pyridyl, an alkyl group of I to J «nrJiou atama , phenyl > 
p-ieoaatylbenzyt, or p-iBobutyl-^MrethylW*yl whfcrcver prc-parod* by the 
proeesa of claiw 1 or by ttsr obvioaa che&ical equivalent* , and X.u which 
I'Uu acid ia: hydrochloric acid, hydrobycmH.c. «ic£f(» sulphuric acid, 
nitric anid. phosphoric acid, perchloric acid, f.on«-U iacfcl,. ncptio acid» 
propionic aeid, oxalic acid, sveciuie acid, glycol! c acid, aiLoLiiilc 
9 old, tartaric acid* walaic rxr.-Ld, *altc ncl<3t, lactic acid, pamoic acid, 
irf.fcric acid, ascorbic acid, raatii^nesalphuiil u surLd, KoUnyolic acid, 
benzoic acid or* cyclohexaniisulijIi^rpT.e avid,' vficwvor prcparod or produced 
by the process of claim 10 or by >.fc*i obvtoua ch«n".<tal equivalent. 

).4. As a compound of claioi 12, 2-avitno-6-<N-athylAxiiXiTio)-6- 
ti >-t ,3 , 5-fcriacino ; 2-awino-4- Cn"-ethylaniliuo>-l>-ethyl-l .^5- 
teL-xz tne ; (^-chloroanl J.ino) -6-pheny 1-1 > 3 , 5 - tria zlne ; 

2-auilrto- ft- Q^chlti royuil i^q ) -6-mK. thy 1-1 ,3.5 -tr las iae : 2-amino -4 - (o_-h utyl- 
amino) -6 - (3 -pyridyl) -1,3,5- tr t :izixja ; 2-amiuo-4-*y n lob s l.aroino-6- 
(p-tolyl) -1,3 ,5-triazine ; 2-aifilftO -4- (r>-b t cmou" 1.1 * mi ) -6- va oy 1-1 , i , 5- 
t riaziue ; 2 -amino- A »• Cj^-f luor oanili jio) -6- (n-propyl ) -1 > 3 , 5 -t t i.az ino ; 
2-«*minn-6- {«- L r it; l«oro(nr-tby3 ani lino ) -6-<jg,-iB obntylbeuzytt-l,3,5-tel;jJslne; 
2-amlno-A -cy clohexy lauiirio-6-e thy 1-1 , 3 ,5- 1 r ia^litc ; 2 -Wjil>-4- ( £ -f Wort*- 
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• ^ * . . V *' „«. •« n, r tk .1 J r < i. 1 . „ t „. \ < x t. i 

mi I .LtlkU^I "U— CLUy J.-J.^ J»^J~ LI I ilAMK > &-'«UU.llU-"*t— V. (£-WUl.y Lrtn'IAMI/ JLOUU U Ljf X- 

h K:n*y 1) -1 , 3 , 5~tr lA»Jjtr. ; 2-£indrto-4- {£*br onorulXino) -6-uthy L-l »3 , 5- 
wEiCuA\«r prfcparcul by th* procosB v& cIaIdih 2» 3 or 4 or by Chair ©kvlouB 
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Thte invention ttiintft* La a process for preparing novel a-tiJ.i.- 
yj,iie derivatives and to thu thjv'gI s-l'riaEine derivatives bo formed. 

AccorJi.r^ to one aspect, the re force , the prtiH^it lai/ej.tL'&t'in .pro- 
vides novel G-c.rlA*l.xin derivntivos having £l\e f o Hawing general famiulot 
It. R 

H - C C - KH* 
/ II I 

1 V 

I 

In which: is .m alkyl group oil 2 Lo 4 evefepa atoms, cyclohoxyt, . 
l>heoyl nr phenyl t?ubet.i tuted by fluoro, ciiiotn, iodo, mBrcaptOp tri- 
fluoromethyl , etfiaxy* n±r.r<i ■ d( ratfchyt; R 2 ±a a hydrogen atou, methyl, or 
r thy J. J mid 1b pyridyl, an alkyl group of 1 to 5 carbon a terns, phenyl y 
p-Uol«ity*bwi*yl, p^aobutyl-^-matlLyU^nijyi , p-fcolyl. vinyfc, hydroxy), 
or carbocKyl, Aft well <ig pHnrraaccotically acceptable acid, addition ealte 
of these derivaclvaa . 

Tlia invent f.w also provides in Another of lta aspects, a pro- 
oeac for producing such a-tri^Avoe decivativoe which canpriaos reacting 
a substituted dicyea&d'iauliide oH the aeoeral, foriRul.a; 

K - C - ER - CN 

^ L 

In which fc^ and have the t:auie meaninft .ihove, wieh ;j. -nitrite fcivicg 
the general formula 

in which is pyrtdyl, an al.fcy& gjfoup of. 1 to S carbon <ttoro, phenyl, 
p-isobutyTben&yl, p-ieohutyl-^-otethylbeozyl, p-<:alyi «>r vinyl, ii> the 
presence of a be*ic compound. 

By another aspect of thiB invention* phairmscetifcrl rally *ccrp~ 
table acid addition e-alts of soch novel x-triAslnaV: are providee by 
reaction of the B-trias:ine with an acid Belected from Ch« &ro«p cuev- 
pTising hydrochloric acid, hyrfrohromic auid, sulphuric in$U, nitric JiOiH. 



ph W ;ph»rLc acid, perchloric ac£<J, loralc acid, Acetic acid, propionic 
acIA^ oxalic qc16> aaccluCo acid, glycol^ tfr-ld, nicotinic acid, 
tartaric acid, male I c add, malic add, Laoi:Lc ljc1<5, p«n»ic £rtd» 
r;itrlc acid, ascorbic ncid, mothaneaulplionic acid* ;*nt.Lcyclic acid, 
b<2n*oic acid or cyciohsxanoeuiphBralc add. 

it itfU fee fuTthor uodoratood tliat U 3 will, aometimoa change 
Jlrwf. one r&tltcal \iKto anothar during cUfc reaction for preparing the 
H-triasine derivatives or their ealtB; for woufkle, R 3 uwy change from, 
an alfcoKyo:iThotiyl radical into a carharfyl radical, and from a Biibatitv-- 
10 ted aifcyl rudicui into so hydroxy I radical. 

The i:iyreponotia of * main aspect of the present* invention may 
he used in pharmaceutical compositions cud poBBoae a wide Tampe of 
bloaecivlty in, for example, blrda and idhdiribIb including homartB* ItB 
hloactivity remarkably iucreasoa the BWfcfrlM o£ induced corttcoid. in 
the hormone system. 

Xoxoovc!T> tho atort-tjig uwt'er\l*if; uced Xn cho processes of. 
other aspects of the present, invention T nrnw^ly, the compounds of 
auhatltotad <licyundici»inide> o^ct t^e oltrlle Are cooperatively inetfpen- 
ei-ve and are ;ivall:ible in laTga quantities; &1.0O, the yield of the 
?.Q process lis excellent. 

1>^mplax of. suitable substitutes! M ey.mdiamtdes which can he 
oaed in the process of on© ssporrt the present Invention include: 
K-<n-butyl)dicyandiamide; 1?-iKobutyldicys*dinniirJe; BT-vlnyldicyandi- 
aorldB ; Jl- (n^p wteuy L) d ley siAdlamide ; H^cyclohoxy 1 cti.tty&oiU amide ; 
H-cy clohop Uy id ioyand 1 amide ; IT- (p_-brouiophoi\y'L) d icy andlaoiide ; K- (£- f Iw cw- 
pheny'l )dit!y;i«di amide; K'(&-twitV^vW.yl)dUyAi\dlAflldB; N-(j>-culoCO- 
phonyl)d.LcyA0dlaixxide;. K^aocthy I J icy acid t Amide; H-* { -*py ridyl) d L cy Au- 
di romide; n-(5-ico<jid.nolyl>diiiyAodlamide; . H-ethyl-n-{o-butyl)dicyDii- 
diavxide; K-ethyl-lS^heuyldtcyandiamtde; H-ottiy1-n-(£-ch1^Tc>pHajjyl)- 
30 dicyandiamloVj N ,H-dially ldicy and iamide ; IT- (2 >5-dich I or ootieoy 1) dicy an- 
diamide ; »-s*a thy 1-H ■• (m- rrif too romethy tyutny 1) dicy end l amide ; ©ml 
a- ( 2 ,5-d iethoKyphsKy X) d i iiy nodi amioe - 

- 2 - 



997762 

autovleA of fcuAtebla nftcLl** v>t^ can be u-;«d J.a U<e process 
of dcib aapfcol Uho present invwittoa include: ncctouitrlle; propio- 
oitrtle; n-bijtyroutrrlle: iaobncyronir,-l la; aery t mil trtla; tillyl- 
cyeniH*; huisiunlcrlla: ^ChylbD"««ai trite; E -cULorQ^ii»ivUrilei 
n^lt^ev^tltirLle; ^^apbthylcyWe; *c^*yt<oranide ; fc-iAobotyl- 
bcmiylcyii*14e j £.-1* nbuty 1- -rothy ll>en*y lc7*u£df: ; 3-cyanopyridlne : 

and 4-cyancpyfdIJio. 

In the process of one aspect of this Invention, ij>o*sanlc ox 
oxgnrtf.c compound *udi sb> for example > alkali fcarbonates , ;ilfcali 
10 fcyoWidee, m*tnt ;rteoholsrea, *1Uli abides, tertiary RmlU«S> quater- 
nary auroral™ or the life* TnAy he useful ** the ha'si.: compounds s in 
tb« presence of wblcti Che ro^tio* betw™ the BiibotituLed dicy OT ^,;ii„Ide 
nurJ the nitrite i* condoctoo\ it is pos*lbU that the reaction v*ll 
take place in the abaenou oC a aolvont: hmitmC, B enerally the reac- 
tion mity better be carried out in th* fttenM ^ the ao1.v*nt. Ky«rv- 
carbon*, etfcor*. Atones, aJ.col«>lc and/or tbe other oceanic solvents 
,„ay be ^ n» the BoVmt/ pzovlfe* the solvent does not inter- 
fere »Ub the reaction; Diethyl ^lloaolve, ethyl c*llwol*a, dioxstie 
or frfftettl are particularly Referred. In the esse ***m an hwot 
20 «** the nitrite ia nwi, the solvit.' need not be weed to d» reaction, 

.The rwnOJon luay b« affected *t a temperature of 50 to 200*0. , to* pre- 
ferably near the tenoexaturc or thla r«f-li«- Tho taction normally 
t^a frow SO cilautasto 24 hours to reach canpfetion, at wUich tine Cbe 
s-Lrlaslne derivatives csm ba obtained ia high yields. 

The baaic compound may be selected tram th* ^roup c«s«lstrto£ 
of alkali carbonates . alkali byck^tdee, n**»t alcohol* tea, *1V*U 
elides, tertiary nmfnes and quaternary awuirtlum BBlts, and the carboiPyl 
rf<:r^tive w*y be carbuaic acid cst«r in which the baal.; coupon* U 
a Bodi-utb a* collate, 
30 Tlttt s- triar.ino csa be usad in the form of a r*ee V * or *a 

a s*lt proceed by rea«it*fe tho free baae and an acid> for er nptu, 
hydrochloric acid. hydrohroml.L-. acid, aulphnrAc acid, nitric A«id, 
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phaephorti: ntJ.if T perchloric acid, formic auLrf. n-cr-Lic a<iid t propionic 
acid, oxalic acid, Bucclaifc »rn.rl, fclycolic acid> iH to df.nl c Acid, 
fcciTtinflc <u;id. naleic acid, jf.iiLJe acid> lactic o£i<l, pAflttlc acid, 
citrit: ncid, Hacorl>lc acid, iiifcthriiiasulphojilc acW, « alley clic add, 
benzole n-cl*l, or cyclohexanea ulphai&lc acid ox other pharmaceutical ly 
a testable acrldft. 

aha utility «C Vpftgiig aspect? o£ this invention is ^>lciu?a 
hereinafter in the 



pharmaceutical data- 

lu Tible 1 halo*. K r tl 2 aiui of the trtazinee obt-iiin^d in 
the .lollcvjlns exair^cs and of otturr triaztoea ' obtained by nimllar pro- 
cess ;jra -ttiown. THbla 1 also proves th* welting poXuta thereof an* 
Choir code wmborB, provided vich V eigne ► 

Table 1 



Product 




h- 

-. . . 


Kerltlsvs 
point 


1306X6 


n-owtylawtTio 


2-i eobiity lb wisy 1 


90.5-101 




n-bvtylamtno 


3-pyridyl 


1*45-1455 


M1403 " 


o-mBthyl&nilino 


sfrbyl 


196-199 


K1431 


o_-ibc thy Xani lino 


4-py Ci<tyl 


193-194 


ML602 


pj-inethy lani linn 


methyl 


204-205 


ML613 


pr-wetJiy 1 aniline 


phenyl 


156-158 


K1631 


£-i«etbyl anil tna 


4-pyridyl 


2DCI-2D1 


X1632-" £-K>et,hylai\ilino 


D-pyrWyl 


20D-201 


H1702 


^-fluoroanilino 


tpc thy\ 


203-204 


K1703 


jv-riuoroaiiiliiio 


otJiyl 


160-161 


*U7D4 


£-£ Xvoroatil JAi>o 


ft-^i ro$*yl 


137-136 


Ml 705 


p_-f Ivoro RTiiHno 


-t%apeopyi 


1*8-149 


tll8G4 


p-ch lor oanil ino 


n-p*npyl 


137-13* 


>aaia 




phenyl 








p-i cob utyl- *(-TO*ttiy lb eneyl 179 -llfc 






3-pyridyl 




M2104 


OjinaxcaptoauiliTic 


n-propyl 


16*t-l66 


^106 


t>'Tl©r cc»pt o«ni * i"no - 


u- -butyl 




K21D7 


u-T*ercapt oanllino 


n-pc«ty t 


135 


M2J.15 


o-mts if aajj toaoili^o 


phenyl 


168-169 


K2116 


g-tn£t&ap Lt>3ui.liao 


^-tolyl 


16Q 


M2131 


o-TDsrc ap toaniliuo 


4-pyrtdyl 


139-141 


M2205 


jl- cri fluo romethylPiri \i *>o 


fsoprapyl 


108-1D9 



(continued) 
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2 CO 



X2231 


m-t rlf luo roitie thy larkilino 


4-pyrXdyl 


229-230 


K2232 


m~ trl Uluoromethyl atiilino 


3-pyridy.l 


220-221 


K2502 


2 . 5-di e t J ttwyaui Hw) 


riethyl 


i78- m 




2 , *y arti* infr 




147-148 




eye} ohexylomlno 


cithyl 








£-tolyl 


152-153,5 


M5103 


H-othylanilino 




136 


K5132 


lf-Bthylanlllni> 




1B5-1DG 



The 4- bri^aine derlv^tivea (I) obtBlned by the prongs ess of 
aspects of this invent I on aut on fche ltormc»a£ system, especially the/ 
eyetwi of the fH«nt!aph;Llaae, the pituitary fcland and the h4tc»?1 
nnd romBT^ably iT»crc-n**! Uie aecreLxoe o£- the Internal ly icinuccd t:«rti- 
coid, mainly gluoocvrtLcnid*. 

The ex&eriwental re suite concerning tfte twxt.clty, the. increased 
flfcfcrfcfcloti cf aluc&ct>vticcid, and the pnRrD«u3c«ttt!:*l effect similar to 
that of adreftal cortex homone are."shcwn bdov vhen a-tria*i«a derivatives 
(*;.) ;jtk .-idwlnir.tered. 

Table 2 shows the result of Che lUiuarLcal calculation of the 
U> 50 obtained by mcviftS of male mice. From the X^hle,, it 1b seen that 
sveh B-tri?izf™±* have very low toxicity, and are applicable to a very 
■vide r?.Tige oj medical treatments » 
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T Ah le. 2 



Product 


U> 5ft (rag/kg) 


Dye 




Product 




Use 


M1431 




p • o*. 






UK) 


1-v* 




750 


p»o^ 




[12205 


> 500D 


p.o. 


i MJ6LJ 


>3D00 


p.o* 




K2231 


. > 3000 


p.o. 


rfl702 


1000 


p.o. 






>3(ff>0 


p.o. 


tfl703 


10O(J 


p.D- 




MJ5C2 


>5OO0 


p.O. 


H1704 


20(H) 


p*0» 






^300 


t*v» 


X1705 


200D 


p,D. 






> 3W» 


P rO* 


ML804 


■ I20l> 


p.O. 






^> 500 


i.v* 


MB33 


>50G0 













(Rcuiarka) p.o. stands for o<.il ^dnn-ui* trUtion 

1*V» stumci* f or * intTivaitouB administration 

■ 1 
Boat of the e-trlaaine derivatives (X) pf- aspects of rtu* 

invention promote the secretion oC intexivilly inroad* oorticoirf. 

M<:«Dvrura)CTit« tot© regularly citade oi the concert Lratlrrfi of oomcostftirortfe, 

In th* "blood aobaaqiicnt to the oral &4ftiini9bLrpi£«in tb«rccif to T«ifcs> 

The result* of the waaBurenjfcntc are *Uowj» In Tyfele 3,. 
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TnMr . 3 



Co^ticostcrone (pcVml blood plavrtfO 

Product Dos a Value shown V^iue shown Valine ahovn Value ah own Total 
(fig/kg) 1 incur i tmura 5 fcoiiTS 7 houra 

after adrain-aftt?T adrain-e.fter admin-sifter admin- 







1b t ration 


titration. 




latrntAoA 




. 


- — ~ — 
600 


68 


66 


102 


10? 




M1431 


200 


70 


110 


6D 


75 


316 


M1602 


LOO 


66 


54 


51 


70 


241 


M1613 


600 


65 


110 


75 


65 


315 


MlYO* 


2Q0 


64 


65 - 


54 


40 




M1703 


*00 


49 


65 


AO 


* -66 


230 


M1704 


400 


61 


61 


* 64 


61 


247 


K1705 


400 


60 


69 


67 


30 


246 


M1S32 . 


60D 


VO 


55 


70 


45 


240 


JC210* 


20 


500 


30 


45 


30 


405 


M2i06 


£00 


75 




71 


73 


307 


X12112 


100 




« 


55 


37 


137 




44 


44 


47 


26 


53 


172 


M2131 


...34 


'65 


52 


70 


91 


29 B 


M2205 


5100 


75 


67-'. 


45 


47 


234 


H2231 


WO 


2ft 


51 


29 


29 


lift 


M2502 


600 


□7 


.57 


43 


71 


238 


Control 


0 


46 


4 


22 


16 


as 



AC1H <B<Irr-tKi£itiftlcotrop±chormoint> dad corticoid have ttoe 
effect increasing Wj>atlc glycogen- TiAle * shows the degree, erf 
settlement: or hepatic %)y* J t$*a that 1b rccneured when the e-£riazin.e deri- 
vatives (*) of aepocts of thle Invention i^t<i adAdniatered to- rate in a 
rlndte of 25 ir<s Ak acid 5 respectively. 
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Table 4 



t^u entity of Tlnpntle Glycogen <mfc/g liver) 
25 W£/1*E 5 °^Afi 



M1A03 


D*747+0.257 


0> 537+0-652 


K.1.6L3 


2,017+fl-455 


0.526+0.055 






1. 468+0.938 


M.1704 


l*011+l> .458 




HU05 




0.524+&,621 


Ml 804 


* 3.436*l.l'lO 


0.53€+0.014 


W1S32 




• o*7oo+p,3&& 






5.007+1.^26 


U2116 




1.60840.834 


M2205 


1.771+0. 47$ 


0,559+0*052 


K2231 


1*072+0.163 


1. 361+0 > 422 


K2232 


l.GB2+D*555 


1,049+0.517 


Hydrocortisone 




L//2frH>*341 


CuCi Lrol 


0-527+0.106 


0. 432+0,129. 



Yabl* 5 stiww8 C&e effect pn Uhfe thyuius gland, the social 
gl&cid ana tire apiece which effects axtt measured after oral. frdaiUlser* 



Table 5 



Orjjsrt Gain (X) 







thymus 


Adrenal 


Gyletn 






Gland 






1(1431 


50 


-2«<i 


7&.5 


-14, S 




100 


-10.5 


40,2 


-13.8 


M1632 


50 


-16.0 


SO. A 


-12.4 




100 


-3S.9 


100 *0 


-20.5 


M1702 


50 


-23. B 




V>*4 




106 


-22*0 




6.1 


HUM 


50 




43,1 


10,1 




10D 




35.3 


4.S 


K1705 


50 






41.0 




• 100 


-1U9 


34.6 


18,0 


X.1.832 


50 


-5.9 




-32.6 




100 


-7.2 


53*e 


-21*6 


312106 


31 


-3-D 


6ft.A 


-1,4 


H2116 


11 




35.0 


-23-0 




22 


2.D - 


47. ft 


-XJ*8 


U2131 


. 


--15.0 


28.?. 


' -1$.4 




16 




87.?- 


-7.3 


Hydro cort).:: on 


e 50 


-74, a 


-39,7 


24.1 



Ctxrfcicold has a -vwy strong anti-i*f lannnACioti effect. Hie 
^tlmliilatrstion o£ the s-tafiAzino darlvoftvce (l) a£ aapects of this 
Ittvaotion to an incrwtta in the secretion of internally Induced 

corf.icaid, am* »a *ftt±-ltifloin«.*itioti eCCact can c*pi!Cteo\ 'fable 6 
&\um* the results c»i or*1 admlnlet ration thorcof to rats. 
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Table 6 



/ 



10 



20 



30 



Product 



Do«e CotCoa-pollet Glscmionwi 







uec Haight 


Dry XMjjhr. 


Tost 


HI 403 


100 


~* 


-2B 


20 




50 


30 


31 


68 




100 


3 


14 


70 




50 


25 


29 


28 


XI £102 


75 


11 


4b 


57 




36 


-1 


33 


25 


. ML? 52 


100 


-2 


27 


53 




SO 


13 


13 


4S 


X170* 


100 


. 28 


37 


74 




50 




37 


3* 


ttl.705 


10D 


5 


36 


63 




50 


16 


B 


55 


K21C4 


20 


18 


27 


66 


- 


10 


18 


40 


29 


J12313 


50 


20 


3* 


27 






39 


54 


43 


M2116 


22 


37 


44 


11 




11 


is 


» 


33 


K2131 


17 


33 


23 


t 




.9 


21 


17 . 


1 


Corti cob t:«r one 


50 






32 




10* 


2k 


23 






50 


4J 


41 






ID* 


44 


4B 





*lntr sv?!TJtvun adnitii* t ra ti vfi 
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The oral <ir intrztvenoua adiirinietracioo of the e-trin sine deri- 
vatives (5) aspects t>£ fckln invents™ to rat*, rabbit b and dogs will 
result in a remarkable increase i« the quantity of 3.7-OttcS Us hhe blood 
cnid tt tine or, compared to the group of controls. If ttiu v-te i.a*tue deri- 
vatives of especta of thts Invention arc us fid together with a glucocorti- 
coid # the hormone effect tUer&ur 1b remarkably tncreaaed. 

Vt<w Che ahave-r1«:9crlbftd pharitiacological experiments, the 
follovisig tvo effects can be tu>t«sd cuncarnlag the a-tri*** derlv&tiveB 
(I) of aspects- of this invention: 

(1) Through the effect on the pituitary ays ten and o« Che 
adrenal systea, it causes an increase ir. the bioaynthtfale of fche horraonB, 
especially glucocorticoid.- 

(Z) Through the participation in the function of the hormone, 
it intenaifieB the parf OToantiB of cho hormone. 

ACTH and corticoio 1 havo ;i largo variety of physiological and 
pharmacological r-ffeeta, nutt thus tl«:y for. visions medical 

purposes; however, they are nut free JErim. many ::<:coTK2ary ill affects „ 
The moat serious die-RdvnntsEO of tnc non.i:iT>uo«s pdm1;n*st.r siring »f 
cortlcold la f>el\c*vod tu be u Actriliuti -ixt tbe fj«cf.cirjiinuce o£ LSie adrenal 
cortex and a withdrawal syndrom**. " 

ACTH shows the BRine offer; t «is in the rage nF the Aihn inl 3 1 ra- 
tion of steroid, and one of its ?Aviuit:if££4; in that the ridren*3 cortex 
oetrforviance la not rfpftr«wtid ;md well-Li alance*! secretion of cortiLold 
Irom the ndrctt,il curLeic is not up set. However, It haa serious dis- 
advantages in Utut it must he need exclusively by injection, it la 
extremely cHpcufilve, and it is not free from caaaa of death from shock. 
Thus it a clin1«->l application la radically restricted. 

Tho rnttrit of the novel a-trfaziuo conpoundB of aspects of this 
invowrCon ilea tn tho removal of the disadvantages of WTTH nr corticoid 
while pTovidl]»£ the desirable effects of such compound's * 

Because of the effect of the s-triazlne compounds of aspects 
of this invention iix increasing the secretion of internally induced 
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corticoid, ouo can expect fro* e«ch nanpounfU tfic ^i».e effect lis from 
the admlnlistracitiTj qf ACW or co cricoid in the asms of the following 

Nephrotic ByndTajiDB 
BroucMnl asthma 
Chronic Afthrorheuiuatism 
Ttiieunaclc f«ver 
Chronic hepatitis 
Allergic diBvay* 
MaHgtiBnt lymphoma 
Spinitia 

and t*aay other diBeaBea that ere believed to bo adapted tne adminis- 
tcsiL'lua of steroid a^ent. 

TUa aovel s^tYiassitia compounds (f) of assets of the present 
invention can »a allied in the form of any suitable medicinal composite 
Its comt>fp*i:i"u vttAi other medicines as the cabs tor? bet- They can be 
taken orsily t*r otherwise. They can be ftrfjirf.wiot«™:d in any phaoraceirtvl- 
cally possibly fpnu, for example, powders, nopgul^* pttllete, granule*, 
- injections, or suppoBitorloB . 

¥rom the data &ivem above; it tft noted that the B-cri»»itte 
d«riv*ctvtes of aspects of tno pT^sent vwention provide a new important 
substitute medicine in tne field of die adreual wrtw steroid fcUaro- 
peutics. 

Aspects of the present invention are illustrated by ttir» 
follcwtnj (sunup let?: 

Z- Amftno-*- (tf-ethylat il l W>-6- f3-pyrldy'l) -l , 3,57 trigging, 

18*8 grams of T^cthyJ-tf-pkeayldicyaiidiamide and 10.5 grasm of 
3-cy«mopy*idiae vers atlniu) to a solution of h ^raita of potass xutb hydrox- 
ide in ulL of ethyi ciilloStilva and tho mixture was r&ftvxcd wader 
stirring *or 3 houre. The solution was tbon poured into about 500 ml of 
hot w*ter and the whi.to ei-y*Lal* precipitated were collected by 
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Ctltratimt oau eanrystallized from acctonitrlle. 19.5 fcrawa of 
ft-OJ-othyl^TiillnoJ-ft-Ci-ciyrJ^yy-l^^S-trlazlwi having; « meitiuf; ooint 
of 1H5 - io6 9 C. ware vhua obtained* 
Klestenr.ary anily-p-is far C^t^l^t 

Th*D*tittc«l> C 65-74%. R 5.522, S 2B.752 

K^prinental; C n 5^0%. « 29.QOZ 

Z^^.no^^CN-o thy la nl line) ~6-e thy 1-1 , 3 > ^Cvlaglne _ 

of tf-ethyl'N^phcmyldicyaudiOTnidc 6,6 fcraita of 
pr-jnxonttrile wcro addod to a solution of 3-2 grama of por-ao^u* hydrox- 
ide ±n AO ml of wathyl cellos olve and tha mixture was refJUwd imde* 
stirring for Z»5 hours. Tha solution was then poured into 300 ml of 
hot water and the white crystals . pre dpi La tail ware collect ad by fiU ra- 
tion and recryatalllEad fro* acetonitrlle. 13.8 grama of 2-ami«o-A- 
(l<-&«:hylRTtLtino)-6-cC:hyl-l,3 B 5-tri«Kitio having a molting polo* of 136 a c. 
wore thus obtained. 
Flwnantaxy sn&lysis for C^n^TTgi - 

Thcoratical: C 64,*.ft%, 11 7.04X, H ?.&\7»£ 
BJiiieeianftfttAl: C 64.597;, H 7.22*, * 28.7G2: 
TU1& 2-amino-4-(tl-athylanilino)-6-ethyl-l,3*3-triazine were 
cecty&Lvll±±e& X:^si4iya*»iAtoric -acid and -the iii^nca\ydr^iior4.da~-w^-4iliua 
ob t-i^Yi ed . 

rclcnutntary %ma1y?')£ for C^jft^N^Gii 

Theoretical: C'SS.m, H W 2£.G3X» Hi 12.67% 

Ttepcximontnl e <; 56,072, H 6,483, Iff 24.99X, CJ 12. B2* 

Example 3 

g-AroiTKi-4^ fo -uUl " / pjanl lino) -6 -*phen yl~l a 3 >5 » tria aine 

3-0 grans of H-<p_-thloTophen!yl>-aicyandi€rarLde and 1.6 &ramB of 
bcn*tmi.t:r\le were added to a solution of 1.0 srsrc of sodium aa thy late in 
JjO ml of «thyl cellosolve and Che mixture waa refluxed under stirring 
for 2 honre, 3 ml o£ wittr waA then added to thie sulutinti and the mix- 
ture w*s theo poured into 70 ml of water wuJ the white crystals preclpi- 



tnted were collected liy f iltr*H.on and re-cryBtalli*o<J froro <i-l>otano».« 

2.4 grama of i-EiDiino-4-Cjr^ lor «^^^^ having 

a melting point of 114 - U5°C. votc t:W*; obtained. 

Elementary Maljnl* f.r>r C^Hj^Cl: 

Tu«*rcti«5iU C &0.5.1*. H A.itfZ... » 23«52j;, CL *J.,9tt 

F^pcrrbntmLal: C 6G.7ft2, H *.13X, H S^BOR, CI 

tfhan J «|\ii.*rtBnt of nxBtaorjsiilforitc acid dropped Jnto a 

diov^ae aplution of UM* 2-amino^(£-nhloroaisiUno)-o-plienyl-*p3»5- 

tri**im> m«Scr cooling and stJrrl.«B. tlie raethans5«lfoxirite was obtained* 
10 Elementary smvlyx** ^^g^O^ClS: 

Thcorr.L'*«:<»lJ C 4o.79*> H 4* 09 !t > » 17.7M 
Ttapotjmeiitals C 46.512. n 4.2GX, » 17.39% 

2 - Amioo-4- (oj-eUlor oanili™) -^fi.thyl-1 > 3 , 5 -tTi^U^. 

2.D grama of K-^-nTiloriipftanyD-^ioy^niJUiftida, 20 nil of 
Acotonicrilc .ttvI 1.5 grams of ppt-^siuca bydYcnc*.<*c heated- under 

atirrini. Tn t'lilr. case, the po Labium hydronid* seuerally dAB*ulvee in 
the mixture, After raflwdLag for 5 houYB, the solution was pour*d into 
hut otter and t** «*iUe cryemtB precipitated mnre collected by mtra- 
20 tion and xer.*yetalli8Bd f T o* ft-l*itridL 1.3 *ra*» of ?.-ranl*C^-(£-^.^ro- 
anilino>-6-in*tlxyl-l , 3 .5- t*£a«:Li« W.ng « -eltlna point of 196 - 
vere thw* wbtalnod. 
Elcjiwntrjicy analyai© C^^gGfe 

'JhBoieticRt: C 50,36*. H 4.2BZ, W 3V-72*. CI L5.04X 
Kxperimwrt^ls C 5Q.71X, B *.pSX, V 30.J9K, CI 14. «5*. 
When ^chattel contninin* 1 equiv.iJ.ont of. hydrochloric add was 
added Lt> an *th*ru,l eolution of thi* 2-aiiino-6-^cJaoroatinino)-6-^t:lxyl- 
l,3,&-triazinc. tua inonDhyrfroriiloYide wns obtained. When 1 bivalent . 
of acctylaalcyclic *cid vras usf«i in the e*™ «uy, the aonoa C ut.yls»licyclic 
50 addition salt was? nbtaioed. 
Bxample _5 

2-Aii±[io-4- (f>- buty ln^o o)-^-C3^p yridy D-l , 3,5-trlaginc 



- 15 - 



25.2 r , Vfl mB o£ M-ii-butyJxlltyandioabtlQ mkI B rn»S of 3-cy snoo- 

py rtdine were Adoed tc a »lwfrU» °* 1ft -grama of potnuolwfc hydroxide In 
100 ml of ethyl cell«<;dve aad th« xuLxLure was refined under vtlrrin* 
for 3 hours. 'Hift wlnbioA was then poured into , r >00 nl o* hot water and 
thfc white cxyBtala pretdjiUdtea vers collected by fUtxoCiaft and 
recTystalliaad from w**o*itr±U. *&.6 of 2^ndno-4"C^^tyl«mitio}- 

f-(3^yridyl)-l,3>5-tri^i«e having; a selttfl* point of 1*4.5 - 145.5'C. 
wc;re thus obtained* 
FAfcffiantary analysis for f 'lfc B lo**6 ? 
jfl Theoretical.: C 59.00Z> 11 6.Gfle, I? 3***3* 

fc^erliaental: C $R*S**> H 6.62*, K 

Example 6 

^-;tihtiio-fl-cyclohcxy \;>mtMO~6-(il-tolyl>-:l ,3, 5-tr.iaaIna 

33.0 grams of a-eyclohexyldicyaufltamXd* and Z3-4 ^rans of 
p-TnsLhylbeaionitril* wnee added to a solution of 10 grams o£ potaaainro 
hydroxide in 100 ml «f ».athy>. ©*1W>1*« aaa the mixture was raffed 
under etirriwp /or 2 hours. Thr. eolation was then poured into 
SOU col of hot water ana the white- crystal* precipice Led *ere coMacfced 
by filtratioa *ad racry a tallied £roa n-butDnol. 60.0 £ rajaa 2-a^lno- 
20 ^-cyclohexylaTnino-B-^-toly^-l^.S-triazine havtag 3 netting point of 
152 - 153. 5°G. rent chue obtBi^tfl- 
lUejweatary BoaJy*!* for Qtffapj* 

Thconsticali C 67«R2X, K 7.47X, IT 24. 71* 
E*peT;t,f.aatal; C 68-OOZ, H 7.44*, S 24.S5JC 

Rrj imnle 7 

It-Am i ao-'i - (£-bi-c«M>aaillno) -6- vi oyl-1 » 3 , 5- 1 rUxiaa 

*u3 £raaa of K-^brcmoptv5^1)dlcyaodiaTKldc. snrf 1-0 gram of 
AcrylenitTil* ware added to a eolation of *ra» of potas^Luio hydrox- 
ide la 20 ml »f ethyl oiiiloaolve and tfie mixture wbb rof Itncad tinder 
etirring for 3 bovx*« After 000***5, water was added to this solution 
*ttd the roUCure was then extracted *ri.L*i chloroforro. After distilli*c 
off the chloroform, the residua vaa T **:eyatalliced fro* a tie tool tr lie. 
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2.7 of no-ft- <p_-b roifto anil ino) - 6-vi uy 1-1 , 3 , 5 -t * Us in* hayluR a 

siting point o*l 122 - 1?-4°C. wore thua obtained. 
Ittemeotary analyais for ^i^u^tr: 

Theoretical: C 4*>23X. K 3.A5£, H 23-97% 

Experimental: C 45.20%, B 3.69X, N 23.&2X 

Example & 

fc-Airclno-A - (j>-fluoroao llloo)-6-(n~propyl)-t ,3,5-t ria^ine 

33,$ g™™* J?-(j^fliiorophenyl>dlcyaridaeiiicldfc and 13-1 &raro? 
of tl-butyroaitrilc wore addi?d Co snluH.tm o£ 5 grams o£ potasaiuiiL 
10 hydroxide "J 100 »l! *f ethyl celloeolve and the mixt^i** was refined 
under Bticrlofc for 3 hours. The aoluticrc waa c&cn pouire* Into 2>0O ml 
of hot WBter atjcI t:he wh*te crystals precipitated were collected by 
filtration and rcr-rys utilised f**^ a mixed eolution of eth5iut»l and 
water.' 27.6 gming ot 2-;jmiao-Q- (^-flvoroEmiWjao)-^-<n-prapyl) -1,3,5- 
Crla«.ltie having a sneltin^ point «f 137 - I3G # C. wore thus obfc.-rt.nfcd. 
' Elementary aralysia for C 12 K i* W 5 F! 

Theoretical: C 5S P 29£ # n 5.71&, 8 28,32%, * 
^crirnnntnlt C S7.94Z, H 5.99X. 2ft.1.7X, * 7.G1X 

' gxample* 9 

*U 2»ainlno->4-(TO-t:ri f Uxuroinafchy lanild.no) ^-{jETiaobmT^^igyD^l ,3,5- triay.in* 
«r:*»a of j^aninobeiwotrifluoridc and 13 grama of oUcyau- 
diamide were df solved in 62 ml of 10? kydr.o chloric acid. Tho solution 
viia rof/U«ed foT 1 hour. Kit** cooling, the precipitated m^rmooro- 
wethylpWyldiguanlda hydrocblot-i.de collected by filtration, washed 
with reatvx and dried. 

16.1 srAor. of thi* m-tri.fluoyopiethylphenyldigvanido hydro- 
chloride were added to a aolutiun »f 1-2 grams of metallic uoSAtm in 
70 if,L of methanol yud the mixture wu; stirred. 11. Q grama of ethyl 
i.wbutylpbenytaceLate were the* iidoed to the eolutiori; which vaa tof.t 
30 at room temperature for 72 hour*; Ac the e*d of thia cItoc. *>a*cv ™* 
added in an amount of Lvice the volume of the riiactcNit solution, which 
«4Mj allowed to cool. Crystals precipitated thereby were collect** by 
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filtration and recryata:i3UfiG from a tailed eolvwt of otfuwul anA water, 
11.6 gc-.nfta of 2-*m±T»^-{i^^ 
T»i»5-tT3.nalufc were thus obtained, 
Tll^uTiL'ary aaaly&ls for ^O^lO^S*!* 

Theoretical: C 62,832, EC W 17. 

Kxperlmentall C 62.71% , H 5.50X, W 17 .392 
gxe Mple 10 

^■AiLiTt w-^-cycldhc(Kylon il po-6^ethyl^l ;3 ,5-trta*:1 jQe 

3/L5 grams t>£ cyclohexylamino hyd*w* lt>r Lda and 21-5 grams fc£ 
dlcyandiamida *«ra uniformly &tou*id together. The nctxnure tfaB melted 
. eii oil b,itli at 150 - l6ft°C* and maintained at. thte bamparature tor 
about 30 TCi.tttitea. It vns tfi*& cooled, dissolved i.tt hut methanol nod the 
solution MftUd. Cyclohoxyl'H^uanlde hydrocKlorl<te va« thereby preci- 
pitated, 

11. Q grans of. fchla cyclohei?y1-»3)>,i^Aid6 hydrochloride vera 
nddud to a eolntiun of 1-2 grade of w?.^1Ue sodium in 40 nil of Methanol, 
5.2 grams of ehtyl propioositu war a then added -nu] the nriactvrc 
»tii:x«d. After lcavirtfc the mixture at: room teweprattiro for 72 hours, 
•^ter was added thereto tn an amount twice the vo3uvn*. of the renting 
solution, to yracloltatc wfatte cryatRlB. TV- precipitated crystals 
were collected by filtratw and recrystctlllft&d from a tnjUtid aolvent of 
athaaol and mtxt* gram* 2-amiaD~4 -cy c1"hfc*ylanrino-6-<iCky 1- 

1,3,5-trf^lua having a melt tag point of W - 149 D C. Ksro thoB obtained. 
Elementary nualyaio for .Cji^&'V 

Theoretical.: 0 59.97* 7 fl S>24Z, N 31.79* 
^axlBientni: C U 8.21*, H 31.oi2 

jgffn p'U; 11 

fc-Aoiiiia-'r- (p_-f 1vq*i aoilino) -o-ridiKyl-l ,3,5-trin*infc 

60 « 5 rI'aks of r^-duor-aniline and 61.2 grams of dlcyaodl amide 
were dissolved In 29 U mi c>E lOX hydrochloric acid and 1 toe solution was 
refilled Tor 1 hour. After cooling, ErClworophcnyt4i?ttanldo hydrochlor- 
ide, which was precM>itBted, Tins collected by Kiltration and drLaJ. 
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rtot» of this p-rltforophenyldi&nanide hydro^Morf.6© were 
ndded to n*»oUiH.o* of 1.5 S r«mf» o* watollic sodium la 70 al of a*Ul\y™3« 
5.S craws «i ethyl pr.Qpioiuit.0 vot* then added n»H the mixture vot 
.vtirred. AfLer L^viUR .the mixture at room tcmp^uture for 72 l.oii*x:* 
^tfti! <*n> •iJcip-J i» amount twice die volwno of: the HoJ.\jkvon and Che 
wJxtnCfe vm allowed to codI. The cryatale ao prfcciplt&tcd w«re collected 
t.y Giltratlon. and rocryacalli&ed from ii-bvtnnol> grams of 2-aTnino- 

A-^-fluoroeaili^-e-ottiyl-t^^-triBscitw* W4t^ a roslciu& poLnt of 
LCD - 161 "C, fern tliereby obtained, 
(I Blemzutaty gnwlyala for Cjjll^Pi . 

Thaeietical: C 56.64%, K K 30.03? ' 

*xpexicaOTita3 5 C 56 H « 
Example 12 

2-iunt*o-4- ( j>-h«iy 1 awiino) -6- (pj-iBobmrylkenzy 1) . 3 > &- t* iaaiua 

SO graiaa of n^butylamino byrlToch1ori.de »nd 38. 4 grains n£ 
dtcyactfiamid© uniformly Jidxed and th*n mcO.torf o* an nil bath nfc * 

tempera tin* of 130 +5*C. In© aixtmr* va* maintained at this twnperatui:© 
fox about 4 twtrra and then cooled ► >tf*«* cooling th© miicr™™ wtfft die- 
et >W* id hot uechanol and apat* c:i>nled, pxecipittitine: iHiutyWi&uonid© 
2D hydrochloride. 

9.7 grams of Urus n-butyiaigrnarvide 1ryHr,i>tihlorid* vex© ocMl-j] to 
a solution of l.S gramo of metallic. *odJ.im, lu 50 ml of metbwol, 11.0 
B xaira of r.thyl jy-laob«tylph«iy1a<^^t« were added tnttrct* and the aix~ 
turo wa© stirred. After leaving fixture for 72 hours , vater waB 
added thereto In an amount twice the vo.Uimo of the reacting solution. 
CryatalB were precipitated, wax© collected hy filtration Bn* vere 
recrystalli^d from a mixod solvent o£ etliauol and watr.x, 1S-5 grama of 
2-an*no-4-<n^nty^^ having * 

velttoft point of - 101°C. were thereby" obtained. 

30 Elementary ^irtlyaia fox C L8 K 2 7V 

Theoretical; G &B>97S:, H 6.6S%, W 22»3^ 
Experimentivlt C 69.17*, R 8.75I&, K 22.322 
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Kxanpls 1,3 

2- Aifino «4 - ( o_-bromoai\ilino ) -6-e thy ItI 4 $ * 5- Lr In* Uu> 

21 gmrjiB of ^-'bromoanilJiio hydrochLortde and 8.4 girraiB ot 
tUftyimtliarai^Q \rero diB^o'lvftd l.n 40 ml of water and tho solution tfaS . 
r^^JUix^il tec 1 hour. 'Use eolnLlon sraa tHen cooled and tV. p-br«muphenyl- 
digoauide bydrocaljcnride, fchu* precipitated collected by filtration, 
washed with water %md <trie*U 

5*. ft gramr* of thLe ii-b/oiAOphcjt/ldlguaalde. hydrochloride wet re 
dissolved under ntlrrlo^ In n f; oiatlon of: lfl ^rawo of cbubC±c aorla In 
10 10 ml oD vater and 10 »1 Df dloy.ane_ and 5*1 oil of propionic -jrcbydrtda 
wac dropped into die. solution at a temperature betwoeu 50 "jvnd 55*C. 
1 hour after th© compaction of aropplog, th« crystals prwolpttated hy 
addition of 70 ml of water wr;v- filtered ami reeryra: t i:lt:tansd from 
n-butanol, 4,4 zwn* at 2-ajano^-(^-bromoa\vUli\o)-^-etliyl-l,3»5- 
Lrla5tr,rta havlcvE a melting point of 178 - l&O'C. worn, thus obtained. 
Mxample *1» 

Z^JTdno^C^-w-enyinAtlltui) -6-wethyl-l ,3,5-tviasine 

u;4 grama of p_-toluidinc hydTOcVl.ofJ.ile m>d 8.4 grams of 
dic-yaodlBnrWe were dissolved in /i0 ml of water and the solution v;is 
2ft r tf 1 treed for 1 hour. The Bpl.ttt-ijoo thso cooled and the j^-motbylphenyl- 
dtguontde hydrochloride hli»9 precipitated van collected by f-ULratlon, 
washed -wlch vaL-ax Httd uried . 

4«2 ^rAiwt of thle oj-ins thy lphcny 1^,3 urmide hydrochloride whs 
disw'J^ed uoder stirring in b BoluCUm of 10 grams of caustic snrla i-n 
*J.n vil oP water and 10 irI of ijjofcana auo 4 nil of acetic suhydr.ld*t v/aa 
dropped into the solution ?e » temperature between 50 ano" 6n*c;« 1 hour 
after the completion of the dropping* the crystals pmcdpi rated by addi- 
tion of 70 ml of; witter we*e filtered and rccrystolliaed from n-butnnol„ 
3.X eram?; wf 2-aniuo-^-(js^:thyl^'rt^ Lavirttf 
30 ii pieltiug point of 170 - 172 W C* were thus obtaiuod. 
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